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II. REMARKS 

A. Status of the Claims 

Claims 38, 49, 53, 55, 62, 64 and 67 have been amended herein without prejudice or 
admission. 

Claims 74-83 have been added. 

Support for "the COX-2 inhibitor and the opioid analgesic are combined with a 
sustained-release carrier material in a single dosage form" in claim 38 and 77 can be found, e.g., 
on page 7, line 21 , to page 8, line 5, of the provisional application (i.e., U.S. Serial No. 
60/059,159) and on page 11, lines 4-7, of the specification. 

Support for "an amount of a COX-2 inhibitor effective to augment the effect of the opioid 
analgesic" in claim 38 and "the COX-2 inhibitor is in an amount which augments an analgesic 
effect of the opioid analgesic" in claims 53 and 62 can be found, e.g., on page 6, lines 15-18, and 
page 7, lines 21-24, of the provisional application, and on page 6, lines 28-30, page 8, lines 10- 
13 and 28-31, of the specification. 

Support for a dosage form which is "a tablet or a capsule" in claims 38, 53, 62 and 77 can 
be found, e.g., on page 8, lines 20-24, of the provisional application, and page 23, lines 20-21, of 
the specification. 

Support for "the sustained release carrier is selected from the group consisting of an 
alkylcellulose; a hydroxyalkylcellulose; an acrylic polymer; a fatty acid; a fatty alcohol; a 
glyceryl ester of fatty acids; a mineral oil or wax; a vegetable oil or wax; a polyalkylene glycol; 
shellac; zein; and mixtures of any of the foregoing" in claims 38, 53, 62 and 77 and 
"alkylcellulose" in claims 49 and 55 can be found, e.g., on pages 3 1-34 of the provisional 
application and pages 34-36 of the specification. 
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Support for the dose/amount of the opioid analgesic "which would be sub-therapeutic if 
administered without the COX-2 inhibitor" in claims 74-76 can be found, e.g., on page 9, lines 
24-23, of the specification. 

Support for "25 mg of the COX-2 inhibitor" in claim 78 and "50 mg of COX-2 inhibitor" 
in claim 79 can be found, e.g., on page 1 8, line 28, of the original specification and page 1 1 , line 
17, of the provisional application. 

Support for "a ratio range of the oxycodone to N-[3-(formylamino)-4-oxo-6-phenoxy- 
4H-l-benzopyran-7-yl] methanesulfonamide is 0.0001-1" in claims 80-83, can be found, e.g., in 
Table I of the specification. 

It is respectfully submitted that no new matter has been added by virtue of the present 
amendments. 

Claims 38 and 47-83 are now pending. 

Applicants submit that claims 38 and 47-83 encompass the elected invention and the 
elected species. 

B. Priority 

The Examiner states on page 3 of the Office Action that the amendments in the response 
filed on March 24, 2010 "have largely addressed the priority concerns." 

The Examiner however contends that the provisional application does not provide 
sufficient support for "[a]ny ratio T-614 to oxycodone." The Examiner notes that "table I of 
'354 application recites oxycodone to T-614 in a ratio ranging from 0.0001-1 and ... claim 20 of 
the provisional application refers to T-614 ratios in table I on p 12 therein (i.e., 0.002-48)," and 
that "[n]one of the pending claims recite said either range." 



10 



Appl.No. 10/057,632 

Amdt. dated March 28, 201 1 

Reply to Office Action of October 26, 2010 



200.1079CON7 



In response, Applicants respectfully submit that the ratio ranges recited in Table 1 of the 
parent application and the provisional application are the ratio ranges of the preferred 
embodiments, as, e.g., stated in the last sentence of the paragraph immediately before Table I 
("In certain preferred embodiments, the ratio of the afore-mentioned opioids to the afore- 
mentioned COX-2 inhibitors is set forth in Table I."). The provisional application states, e.g., 
that "[t]he present invention is related in part to the use of a COX-2 inhibitor together with an 
opioid analgesic," without specifying any specific ratios of the opioid analgesic to the COX-2 
inhibitor. See page 6, lines 7-8. Similarly, the '354 application states, e.g., that <! [t]he present 
invention is related in part to analgesic pharmaceutical compositions comprising a COX-2 
inhibitor together with an opioid analgesic," without specifying any specific ratios of the opioid 
analgesic to the COX-2 inhibitor. Page 6, lines 28-3 1 . Applicants therefore submit that the 
disclosure of the provisional application and the parent application provides ample support for 
the oxycodone/T-614 combination without any specific ratios. 

The Examiner further contends that the feature of the COX-2 inhibitor (i.e., T-614) in a 
single dosage form as was disclosed on line 4 of former claim 38 is not described in the 
provisional application, and notes that page 7, line 21, to page 8, line 5, of the provisional 
application "refers to a single dosage form of a COX-2 inhibitor together with an opioid 
analgesic (e.g., oxycodone) rather than a COX-2 inhibitor in a single dosage form (alone)." 

In an effort to advance prosecution, claims 38 has been amended to recite that "the COX- 
2 inhibito r and the opioid analgesic are combined with a sustained-release carrier material in a 
single dosage form." For the sake of completeness, Applicants note that according to page 10, 
lines 14-15, of the '354 application "the COX-2 inhibitor need not be administered in the same 
dosage form;" and according to page 6, lines 18-19, of the provisional application "[t]he COX-2 
inhibitor can be administered before, simultaneously with, or after administration of the opioid 
analgesic." 
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An acknowledgement that claims 38 and 47-73 are entitled to the September 17, 1997 
priority date is respectfully requested. 

C. Rejection- 35 U.S.C. § 103 

Claims 38 and 47-73 were rejected under 35 U.S.C. § 103(a) over the Baker patent, the 
Tanaka publication, in view of U.S. Patent No. 5,472,712 to Oshlack et al. and U.S. Patent No. 
6,294,195 to Oshlack etal.. 

The rejection is respectfully traversed for the reasons presented in the response filed on 
March 24, 2010, hereby incorporated by reference, and the reasons presented below. 

With regard to Applicants' previous amendment concerning the COX-2 inhibitor 
combined with a carrier materials in a single dosage form, the Examiner states that "Tanaka et al 
teach T-614 was suspended in 0.5% carboxymethylcellulose (a sustained release carrier) and 
given orally" in section 2.1 ; and notes that "water is defined as a type of carrier" in paragraph 
[0070] of the present published application. 

In an effort to advance prosecution, independent claims 38, 53 and 62 were amended to 
recite that the dosage form administered in the claimed methods is "a tablet or a capsule" and to 
recite a Markush group of sustained release carriers which does not include water. Applicants 
respectfully submit that these amendments exclude a possibility of water being utilized as a 
sustained release carrier in the claimed methods, and that the combination of the cited references 
does not teach or suggest administering a tablet or a capsule of T-614 as recited in claims 38, 53 
and 62, as there is nothing in the cited references that suggests that T-614 is suitable for 
administration in a tablet or a capsule, rather than a suspension described in the Tanaka article. 

In response to the Applicants' argument that the Beaver article fails to provide motivation 
for the skilled person to modify the teachings of the cited references and combine oxycodone 
with meloxicam, because (i) the Beaver article states, e.g., that "[u]nless there is sufficient 
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evidence that use of an analgesic combination is likely to yield therapeutic results unobtainable 
with a suitable dose of one of its constituents, a single analgesic alone should be used" and that 
"[i]f an optimal regimen of an NSAID alone does not provide adequate analgesia, one can add a 
weak opioid to the existing NSAID regimen," and (ii) there is nothing in the cited references that 
indicates that administration of T-614 alone will not provide adequate analgesia; the Examiner 
stated that "the features upon which applicant relies (i.e., failure of a single drug to provide pain 
relief) are not recited in the present claims." Office Action, page 7. 

Applicants note that amended independent claims 38,53 and 62 recite that, in the 
presently claimed methods, T-614 is in an amount/dose which augments the effect of oxycodone; 
that new claims 74-76 recite that "the dose of the opioid analgesic would be sub-therapeutic if 
administered without the COX-2 inhibitor" in the methods of these claims; and that claim 77 
recites a step of "orally administering to a human patient a COX-2 inhibitor and a sub- 
therapeutic amount of an opioid analgesic, the COX-2 inhibitor in an amount sufficient to render 
a therapeutic effect together with the sub-therapeutic amount of the opioid analgesic." 
Applicants respectfully submit that the combination of the cited references does not teach or 
suggest the methods as recited in claims 38, 53, 62, and 74-76. 

Applicants further submit that the combination of the cited references fails to provide any 
motivation for the skilled person to modify the teachings of the cited references and to modify 
the compositions of the Baker patent by replacing ibuprofen with T-614, because the 
combination of the cited references does not and cannot recognize the purported equivalency of 
T-614 and ibuprofen in a combination therapy, as only a monotherapy with T-614 is described in 
the cited references. See, e.g., MPEP, section 2144.06 "[i]n order to rely on equivalence as a 
rationale supporting an obviousness rejection, the equivalency must be recognized in the prior 
art, and cannot be based on . . . the mere fact that the components at issue are functional . . . 
equivalents,") In fact, the Tanaka reference states that "T-614 is different from ... other 
NSAIDS in several pharmacological properties." See, p. 944. 
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With further regard to claims 47, 50, 63 and 65, Applicants submit that the combination 
of the cited references does not teach or suggest administering 25 mg or 50 mg of T-614 to 
humans as recited in these claims. The disclosure of the 0.96 mg per kg mass dose in figure 6 of 
the Tanaka article is the mass dose in rats, rather than humans, and there is noting in the cited 
references that describes how to convert the rat's dose to a human dose. 

In response to the Examiner's reliance on In re Kerkhoven on page 8 of the Office 
Action, Applicants respectfully note that the present rejection does more than "combine[s] two 
compositions," it involves in the destruction and modification of the compositions described in 
the primary reference. Applicants therefore submit that the Examiner's reliance on this case is 
misplaced. 

With respect to secondary considerations of non-obviousness, Applicants respectfully 
note that more than 26 years later after the filing date of the Baker reference, there is no 
approved product on the market comprising oxycodone and T-614. 

For the foregoing reasons, reconsideration and withdrawal of the rejection is respectfully 
requested. 

D. Rejection- 35 U.S.C.S112 

Claims 38 and 47-73 were rejected under 35 U.S.C, § 112, first paragraph, allegedly as 
failing to comply with the written description requirement. 

The rejection is respectfully traversed. 

The Examiner states that independent claims 38, 53 and 62 are each drawn to methods of 
treating pain with T-614 and oxycodone administered in any ratio, and notes that "table I of the 
original specification and '354 each recite oxycodone to T-614 in a ratio ranging from 0.0001-1," 
and that "[n]one of the pending claims include said range." Office Action, page 10. 
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In response, Applicants respectfully submit that the ratio ranges recited in Table 1 of the 
specification is the ratio ranges of the preferred embodiments, as, e.g., stated in the last sentence 
of the paragraph immediately before Table I ("In certain preferred embodiments, the ratio of the 
afore-mentioned opioids to the afore-mentioned COX-2 inhibitors is set forth in Table I."). The 
specification states, e.g., that "[t]he present invention is related in part to analgesic 
pharmaceutical compositions comprising a COX-2 inhibitor together with an opioid analgesic," 
without specifying any specific ratios of the opioid analgesic to the COX-2 inhibitor. Page 6, 
lines 28-3 1. Applicants therefore submit that the present specification supports a combination 
oxycodone/T-614 combination without a limitation to any specific ratio, and that Table I of the 
specification discloses the ratios of certain preferred embodiments. 

On page 10 of the Office Action, the Examiner states that the feature of the COX-2 
inhibitor (i.e., T-614) in a single dosage form as was disclosed on line 4 of former claim 38 is not 
described on page 18, lines 21-24, and page 1 1, lines 4-6, "refer[s] to a single dosage form of a 
COX-2 inhibitor together with an opioid analgesic (e.g., oxycodone) rather than a COX-2 
inhibitor in a single dosage form (alone), as set forth in claim 38." 

In response, Applicants respectfully note that claim 38 has been amended to recite that 
"the COX-2 inhibitor and the opioid analgesic are combined with a sustained-release carrier 
materials in a single dosage form" in an effort to advance prosecution. For the sake of 
completeness, Applicants note that, according to page 10, lines 14-15, of the specification "the 
COX-2 inhibitor need not be administered in the same dosage form." 

Withdrawal of the rejection is respectfully requested. 
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III. CONCLUSION 

An early and favorable action on the merits is earnestly solicited, The Examiner is 
respectfully requested to contact the undersigned at the telephone number provided below in the 
event that a telephonic interview may advance the prosecution of the application. 



DAVIDSON, DAVIDSON & KAPPEL, LLC 
Patents, Trademarks and Copyrights 
485 Seventh Avenue, 14 th Floor 
New York, New York 10018 
(212) 736-1940 



Respectfully submitted, 



DAVIDSON, DAVIDSON & KAPPEL, LLC 
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